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REMARKS 

In response to the OfHce Action mailed April 2. 2003, Applicants respectfully request 
reconsideration of the above-identified application in view of :hc omendments and remarks 
presented herein. 

Claims 1,2.7^ 3, 9, 23-24 and 29-30 have been amended h^r^in. Support for the 
amendments can be found generally thrcughoul the disclosure as well as specifically as 
follows: support for the amendments reciting a variant sequence between 1 and 50 amino 
acids can be found, inter alia, on page 15, lines 10-11; support for the amendments reciting 
that the catalytic activity be at least 1% can be found, inter alia, on page 3^ line 1 / et seq. 
Claims ' 2 and 22 have been canceled. Claims 1-11. 1 3-1 8 and 23 34 are pending after 
entry of this amendment. 

Claim 22 was rejected under 37 CFR 1 .75(c), because it recites the same subject 
matter as claim 1. Applicants have canceled claim 22, and accordingly, this rejection is 
deemed moot. 

Claims 1-11, 14-13 and 22-34 were rejected under 35 USC 112, second paragraph 
According to the Office Action, the term "^variant seq-^ences" renders the claims indefinite. 
Specifically, the Office Action provided that the claims, before amendment^ could be any 
size. I hesc rejections are traversed based upon the amendments to the claims Applicants 
have amended the claims to recite that the vanant sequence is between 1 and 50 amino 
acids Accordingly, reconsideration and v-ithdrawal of the rciectior^s are herein respectfully 
requested. 

Claims 1-18 and 22-34 were rejected under 35 USC 112, second paragraph, as 
being indefinite. According to the Office Action, it is unclear whether the targeting site is one 
or any one of (i) o mutation of speafic residues in the pretargeted enzyiie (ii ) inser.on of a 
stretch of amino aads comprising around 25 residues into the pretargeted enzyme. O" (iii) 
addition of more than residues to the pretargeted enzyme resulting in the fonr.ation of a 
fusion protein These rejections are believed moot basec upon the amendments presented 
herein. Accordingly, recc-nsideration and witfidrawa! of the rejections are respectfully 
requested based upon the amendment. 

Claim 9 was rejected under 35 USC 112. second paragraph^ as beinc indefifiite. 
Claim 9 has been amended :o overcofne the rejections and paiiicularly ooint out and 
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distinctly claim that wh:ch the Applicants regard as the invention. Accordingly, 
reconsideration and withdrawal of t)ie r^jecticn are respectfully requested. 

Claims 1-18 and 22-34 were rejeded under 35 USC 112, first paragraph, for lack of 
enabien-ent. Accorcing to the Office Action, the spcdfication, while enabling for beta- 
lactamase vAlh a target site for streotavidin in the B-loop, does not provide enablement for 
any enzyme and any targeting site :n the pretargeted enzyme. Further, according to the 
Office Action, the specification is not enabling tor a targeted enzynnc whorcm the targeting 
site has two or more variant seq jenccs. Addit:onally, the Office Action recites that the 
spcdfication is not broad enough to provide for enablement where the targeted enzyme is 
any enzyme activity, Finally, the Office Action recites that the specitication is not broad 
enough to provide enablement wnoro the targeted enzyme composes the activity of a 
protease, cart)cxypept dase, etc., as recited claim 17. These rejections, and each of the 
objections articulated herein as well as in the Office Action, are believed moot in view of the 
amendments presented herein. Accordingly, reconsideration and withdrawal of the 
rejections are respectfully requested. 

Claims 1-18 and 22-34 were rejected under 35 USC 112, first paragraph, as 
contaijfng subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art thst the inventor(s}. at the time the 
invention was filed, had possession of the claimed invention. Specifically, according to the 
Office Action., the specification teaches how to make only a Single representative species of 
the targeted enzyme and does not teach the structure of the representative species. Also, 
according to the Office Action, the specification fails to describe any otner representative 
species by any identifying characteristics or properties other than the functionality of being a 
tar-geted enzyme. These rejections, and each of the objections articulated above and in the 
Office Action, are believed moot in view of the amendments presented herein. Accordingly, 
reconsideration and withdrav/al of tl)e rejections are respectfully requested. 

ClaifTis 1, 12. 14. ^3, 17 and 22 were rejected under 35 USC 102(b) as being 
anticipated by Nakar^ishi ct al. These rejections are traversed b«sed upon the claims, as 
amended. 

'] he Office Action docs not set forth a prima faae case of anticipation v/th respect to 
the amended claims A claim is anticipated uniy if each ano over^ element the c aim is 
descriLvjd in a s'ngle prior art reference (see. for example. Verdc qaal Bros v. Uf^ion Oil Co, 

R>:^ 1...? 
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of California 814 F.2d 628 (Fed.Cir,19S7) and MPEP 2131 et seq). Nakanishi et al. teach a 
targeteri carbonyi redjctase enzyme wherein There is a T'^D substitution in the reductase. 
As amended, the present claims recite that "...the catalytic activity of the targeted enzyme is 
greater than at least 1% of the prf^-targcted enzyme..."^ Nakanishi ot al do not teach a 
catalytic activity' greater than 1% {e.c^., the catalytic activity kcaUKru of the T38D mutant 
("targeted" enzyme) is decreased by two-orders of magnitude with the cognate, that is. 
naturally occurnng, co*actor NADPH and over 3-orders of m.agnitude for MADP as a 
cofactor (.see. Table 1)). Accordingly. Nakahashi do et al not provide a prima faao case of 
anticipation Vv'ith respect tu the claimed invention, and reconsideration and withdrav/al of the 
rejections are herein respectfully requested. 

Claims 1-3, 5-7, 9-17 and 22 were rejected under 35 USC 102(b) as being 
anticipated by Maier e: al. The rejections are herein traversed based upon the amended 
claims. Maier et al do not present a prima facie case ot anticipation with respect to the 
amended claims. Maier et al. teadi a targeted reverse Iranscnptase, wherein the 
transcriptase is targeted at the N-terminus with glutathione reductase and at the C-terminus 
with a 6X His-tag. As amended, the present claims provide that the variant sequence 
comprises a loop. Maier et al. do not provide that the vanar^t sequence provide a loop 
Similarly, the present claims provide a variant sequence not known to bind the target 
independent of the targeted enzyme. Maier et al do not disclose a variant sequence not 
known :o bind the target independent of the targeted enzyme. Accordingly, Maier et al do 
nut provide a prima facie case of anticipation with respect *o the amended claims, and 
reconsideration and withdrawal of the rejections are respectf jlly requested. 

Claims 1, 1b, 16. 17, 18 and 22 were rejectee under 35 USC 102(b) as being 
anticipated by Vrudhuia e: al or Meyer et al. The lejections are herein traversed based upon 
the amended claims. Vrudhuia et al teach an enTymatically active conjugate wherein beta- 
lactamase is fused to a monoclcral ant:body directed to an:igens present on tumour cell 
surfaces Meyer el al teach an enzymatically active conjug?]te wherein bota- actamase is 
fused to 3 FAB fragment directed against carcinoembn/onic antigen (Tab,e 1). As c alined, 
the present invention provides that the variant sequence is bcKvccn 1 and 50 ammo acids. 



■ Csta vt c yet V :y is ye'Teid'.y iJeTied by uie secor d-O'der rate consta'^t AcatKm cor-Rsponr!;ng tc 
catnlysis □ biccherrical reaction under 'jny^^io^ogical cor;cit'uns of low sjbst.^^te co' it^entratiori [see, 
tor cxorr::lc. JcnckG, (1J8/ > CatalyG s n Cherr*ist^/ and Er^>Tno!o9y. pp 615-306) 

r'r^ :"^5p 
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Neither Vrudhula et a nor Meyer et al teach a vanant sequence between 1 and 50 amino 
acids. Likewise, the p'esent claims, as smcndcd, provide that the varant-tolcant sequence 
comprises a loop. Neither Vrudhula nor .Meyer teach that the variant-tolerant sequence 
comprises a loop. Finally, the present claims provide that the variant sequence was not 
known to bind to the target independent of tfie targeted enzyme. Each of Vnjdhula et al and 
Meyer at al teach a sequence that ^//as known to bind to the target independent of the 
targeted enzynre. Accordingly, neither Vnjdliul?^ nor Meyer et a! provide a prima facie case 
cf anticipation and reconsideration and withdrawal of t^ne rejections are herein respeclfuKy 
requested. 

Claims 23-35, 31 and 33 were rejected jnder 35 USC 103(a) as being unpatentable 
over Verdet et al in view of Maier et al, Vrudhula et al or Meyer et al and further in view of 
Barthelemy et al. These rejections are herein traversed based upon the amendments to the 
claims. 

The abovc-c ted re"^ercnccs do not provide a pr/ma facie case of obviousness with 
respect to the amended claims. T o establish a prima facie case of obviousness, all claim 
limitations must be taught or suggested by the references alone or combined {see, for 
example, MPEP 2U3 et seq). The cited references, alone or together, do not te;3ch or 
suggest each and every limitation, as provided in the amended claims, for the reasons 
provided above, .^mong others. Accordingly, reconsideration and withdrawal of the 
rejections are respectfully requested. 
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In view of the foreco ng. Applicants believe all claims now pending in this application 
are in cur'ditiun for allowance and issuance of a formal Notice of Allowance is respectfully 
requested. Examine." Swope is invited to contact Applicants at 
(650) 846-7544 if there are additional qjesticns/concenns. 



Genencor Intsmational, Inc. 
925 Page Mill Road 
Palo Alto, CA 94304 1013 
Tel: 650-846-7544 
Fax: 650-845-6504 



Date: October 2, 2003 




..^-+trThoaias Anderton. Jr. 
Registration No. 40,895 
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